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DECLARATION tJNDER 37 CFR S1.132 
1, Dr. Suaan Freier, a cirizen of the United States, residing at 2946 Renault Street, San 
Diego, CA 92122, state and declare as follows: 

1. I hold a B.A. in Mathematics (1972) from Carlelon College, Northfleld, Minnesota and 
a Ph.R in Chemistcy (1976) from the University of California, Berkeley, California. 

2. I have been employed by Isis Phamaoeuticals. Inc. ("Isis"). for about fourteen years. 
Isis, the assignee of the above-identified patent application, specializes in oUgonttcleoiide 
technology and uses die latest in bioinformatics programs to identify sites on selected genes for 
oligonucleotide screening. I am presently the Executive Director of antiscnse lead identification 
at Isis and am responsible for several projects. I lead a project utilizing aniisense oligonueleotides 
for functional genomics of novel targets, including ihe use of computationa] genomics to 
characierize target RNAs and their variants, rapid throughput screening to identify active 
antisense oligonucleotides for novel targete, and Q-RT-PCR and microanays for expression 
analysis. I also lead a project fur determining microRNA function in mairmials, including the use 
of computational identification of microRNAs and mi(at>RNA targets and the use of functional 
genomics to characterize microRNA biology and identify therapeutic applications of modulation 
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of nuRNA activity. In addition, I lead a group charged with the identification and 
characterization of novel mechanisms for antiscnse oligonucleotides* including the use of 
computaUonal genomics to Identify mRNA variants, aJteration of RNA processing, evalualion of 
siRNA and mlRNA mechaniam*. Another project I am responsible for involves biophysical and 
bicxhemical evaluation of novel antisense oligonucleotides, including the evaluation of 
thennodynamics and kinetics of hybridization to oligonucleotide and laige structured taints, 
evaluation of the WochemicaJ propiaties of novel oligonucleotides, characterization of antisense 
activity in cell assays, and protein-oligonucleotide binding. 

3. Aa early as 1995, 1 peiformed and supervised experiroentalion employing oligom«ic; 
compounds and inhibition of mRNA expression. My work has involved designing assays to 
screen oligomeric compounds against specific genes as well as interpreting the results from such 
assays. 1 have authored or co-authored numerous scientific journal articles regarding the same. I 
am an expert in the art of antisense technology and oligonuclcoaUe screening. A copy of my 
curriculum vitae is attached a$ EAhibit 1. 

4. I have read the Office Action dated May 5, 2004 and understand that cJaims I, 2, 4-16, 
and 21-26 of the above-identified application have been rejected as allegedly being obvious over 
the combination of tlic foUowing references: Moniano et al Milner et aU (Nature Biotechnology, 
15:537-541, hereinafter* the •'Milner reference" ) and McKay (U.S. Patent No. 6,133,246 
^hereinafter, the **McKay tetcrcncc'*). I make this declaration to rebut the statements in the Office 
Action regarding the alleged reasonable expectation of success by one of skill in the art for 
inhibiting the expression of B-Cell Associated Protein* 

5. It is not currently possible to predict the level of inhibition of expression achieved 
against a particular gene with any particular oligomeric compound prior to carrying out the 
appropriate experiments. It is also not reasonable to expect for any particular gene or mRNA that 
any nmnber of oligomeric compounds exhibiting at least 42% Inhibition of expresalonp as stated 
in claim 1 of the present application, will be obtained. 
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6. Bach gene is unique. For instance, if one skilled in the art achieved at least 42% 
inhibition in the expression of a first g^e with oligonucleotides that are targeted to the first gene, 
one skilled in the art would not reasonably expect success in achieving at least 42% inhibition in 
the expression of a different gene v^ith a ^erent set of oJigomeric compounds that are targeted 
to the different gene or mRNA. The level of inhibition of expmsaion that is observed for one 
target has no bearing on the level of inhibition of expression expected for a different target. 

7. For example. , as indicated by Exhibits 2 (inhibition of human tyrosine kinase, non- 
receptor, 1 mRNA expression in T-24 cells) and 3 (inhibitibn of rat urate anion exchanger 1 
tnRNA expression in Rin-M cells), 80 oligomeric compounds (each being 2'-0-methoxyethyl 
gapmers) were examined for iheir ability to mhlbit expression (please note that the results aie 
presented as % expression of the control). Referring to Exhibits 2 and 3, no oUgomeiic 
compounds v/erc able to inhibit expn^ion by at least 42%. Ii is curreotly not possible to predict 
before the appropriate experiment is performed, which targets will genciate oligomeric 
compounds that will have a desired level of inhibition of expression. 

8. Tliis evidence demonstrates that one skilled in screening of oligomeric compounds 
cannot, a priori, reasonably c;^pect a particular level of inhibition (i.e., such as at least 42%) of a 
gene or mRNA sunply because mediods of scnsening oligomeric compounds are available and/or 
routine, fi is not acceptable to extrapolate results obtained for oligomeric compounds targeted to a 
particular gene to the results that would be reasonably expected for a different set of oligomeric 
compounds targeted to a different gone. Thus, the statements in the Office Action regaiding 
reasonable expectatian of success are neither accurate nor capable of being supported. 

9. I am well aware that numerous U.S. Patents have been issued for oligomeric compounds 
tiiat are able to inhibit the expression of a particular g^e or mRNA. As stated above, however, 
the level of inhibidon of expression that is observed for one particular target has no bearing on 
the level of inhibition expression that can reasonably be expected for a different target. Indeed. 

3 



PA(£7j8'RCVDAT 10/19120049:04:32 AM [Eastern Daylig^^ 



jSe/it By: COZEN OCONNORi 



215 665 2013; 



19 Oct '04 9: 25AM; Job 549; Page 8/8 



DOCKET NO.: ISIS0040-100 (RTS-0303) 



PATENT 



targets for which no inhibition or unsatisfactorily low inhibition of e;ip»ssion is achieved ai« 
raidy, if ever, the subject of a publication in a scientific journal, let alone arc the subject of a 
patent appJicationu 

10. I hereby declare that all statements made herein of my own knowledge arc true and that 
all statements made on information and belief aie believed to be tiue; and further that these 
statements were made with the knowledge that wUlfijl false statements and the Uke are 
punishable by fine or imprisontnent, or both, under Section 1001 of Title 18 of the United States 
Code, and that such willful folse statements may jeopardize the validity of the appUcation or any 
patent issued thereon. 





Susan neier,PhJ>. 



Attachments: 



Exhibits 1,2 and 3 
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